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REMARKS/ARGUMENTS 

Reconsideration of the application in view of the above amendments and 
following remarks is requested. Claims 33-36 are now in the case. Claim 33 has been 
amended. No new matter has been added. 

Applicants reserve the right to prosecute claims to canceled subject matter 
in one or more continuing applications. 

Claim 33 has been amended to recite an antibody that specifically binds to 
an epitope of a polypeptide consisting of a sequence of amino acid residues as shown in 
SEQ ID NO:2 from residue 235 to residue 345, wherein said antibody is a monoclonal 
antibody or a single-chain antibody. Support for amended claim 33 is found within the 
specification as filed, such as at pages 54, 55, and elsewhere. Production of monoclonal 
and single-chain antibodies with the recited specificity is neither taught nor suggested by 
Ferrara et al., taken either alone or in combination with Ladner et al. Hence, the 
amended claims are believed to be patentable over the art of record. 

Claims 33, 34, and 36 stand rejected under 35 USC 102(e) as allegedly 
anticipated by Ferrara et al., U.S. Patent No. 6,391,311 Bl. The Office maintains that, 
given Ferrara' s teaching, one would obtain antibodies within the metes and bounds of the 
claims. 

Applicants believe that this rejection is overcome by the amendment of 
claim 33. Monoclonal antibodies are highly specific antibodies that are produced by 
hybridomas, which are cloned to produce "monoclonal" cell lines. The resulting cell line 
secretes a single antibody (i.e., a single specificity). Thus, a monoclonal antibody is 
prepared free from other antibodies (although it can later be combined with other 
monoclonal antibodies to produce a mixture). See, Academic Press Dictionary of 
Science and Technology , Academic Press, 1992 ("a homogeneous antibody that is 
produced by a clone of antibody-forming cells and that binds with a single antigenic 
determinant"). Ferrara does not direct one skilled in the art to the recited region of 
VEGF-E and therefore does not teach or suggest the recited monoclonal antibodies. 
Reconsideration and withdrawal of the rejection under 35 USC 102(e) are requested. 

Claim 35 stands rejected under 35 USC 103(a) over Ferrara et al. in view 
of Ladner et al. (U.S. Patent No. 4,946,778) for reasons of record. 

Applicants respectfully traverse this ground of rejection. Single-chain 
antibodies are genetically engineered antibody fragments with a defined specificity. 
Ladner et al. teaches that "heavy and light (H and L) polypeptide chains from the variable 
region of a given antibody " are converted into a single polypeptide chain by the 
application of a computer-based method of selecting linkers (column 7, lines 8-16; 
emphasis added). See also, column 29, lines 63-65 ("The specificity of the antibody to 
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be engineered will be determined by the original selection process.")- Thus, as taught by 
Ladner et al., one must first select an antibody of a certain specificity. The resulting 
single-chain antibody will be free from other antibodies. Neither Ferrara et al. nor 
Ladner et al. teaches the selection of an antibody that specifically binds to an epitope of a 
polypeptide consisting of a sequence of amino acid residues as shown in SEQ ID NO:2 
from residue 235 to residue 345. Claim 35 is therefore patentable over the combined 
references. Reconsideration and withdrawal of the rejection under 35 USC 103(a) are 
requested. 



Applicants believe that each rejection has been addressed and overcome. 



Reconsideration of the application and its allowance are requested. If for any reason the 
Examiner feels that a telephone conference would expedite prosecution of the 
application, the Examiner is invited to telephone the undersigned at (206) 442-6673. 
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Si tf " 

^0f\rqrtebrate Zoology, any of several bottom-dwelling sharks of 
^^^uatina, family Squatinidae, characterized by large, lateral, 
ijral and ventral fins; found in tropical and warm temperate 

•'Vertebrate Zoology, a member of any of three endangered 
™ small, dark brown seals belonging to the genus Monachus: 
^fiu of the Mediterranean, M. tropicalis of the Caribbean, or 
^'nslandi of the Hawaiian Islands. 

£fo Botany, a plant, Aconitum napellus, of the family Ranun- 

W ose fl° wers have a Iar S e * nood - sna P e d sepal, 
^inbining form meaning "one" or "single." Chemistry, specif- 
-;mbining form indicating: 1. the presence of a single atom, 
"radical, etc. 2. uniformity or similarity of composition, size, 
-properties, etc. 

late Organic Chemistry, a compound that contains one ac- 
ysuch as an ester or a salt. 
j\ see ACETIN. 

S Chemistry, an acid containing only a single replaceable hy- 
1 r Xhus, monoacidic. Also, monacid. 

"|C Genetics, of a polyploid individual, having identical alleles 
"5 locus. 

r *$$>prganic Chemistry, any amine containing only one amino 

serotonin, dopamine, or norepinephrine, 
'^.oxidase Enzymology. the flavin-containing amine oxi- 
Srtant in the catabolism of epinephrine and tyramine. 
e oxidase inhibitor Pharmacology, any of a group of an- 
Jve drugs that block the oxidative deamination of monoamines. 
"InergiC Neurology, of or relating to neurons that secrete 
eurotransmitters. 
Chemistry, of a molecule, consisting of a single atom. 
ATOMIC. 

TtlC gas Chemistry, any gas composed of single atoms. 
Ic tl ; Chemistry, of an acid, having one replaceable hydrogen 
"molecule. 

jlCvCalcium phosphate Inorganic Chemistry. Ca(H 2 P0 4 ) 2 
"^orless triclinic crystals; soluble in water and acids; loses its 
-i|$?.me!ting point of !09°C and decomposes at 203°C; used in 
•^Vi'dcrs, fertilizers, and mineral supplements, and as a plastic 

^AISO, CALCIUM BIPHOSPHATE, PRIMARY CALCIUM PHOSPHATE. 

''^magnesium phosphate Inorganic Chemistry. 
^.2^0, a white, crystalline, hygroscopic powder that is sol- 
er and acids and insoluble in alcohol; decomposes on heat- 
\ plastics and fireproofing. 

podium phosphate Inorganic Chemistry. NaH 2 P0 4 , a 
Mime powder, or the hydrated form NaH 2 P0 4 *H 2 0, white 
A very soluble in water; used in dyeing, electroplating, acid 
-wing powders, and for many other purposes. 
£B Paleontology, an order of camerate crinoids; generally 
it^ Wer Ordovician to Upper Permian. 
$i{?wology. an immature monocyte, usually found in the 
^f,and spleen. 

^m eUl(emia ACUTE MON OCYTIC LEUKEMIA. 

? Onc ology. a tumor containing monoblasts and mono- 

illnh 06 ^ 6 Mycoio Sy- a family of microscopic fungi of the 
, es livin S in soil and water and on organic mate- 
^ u and twigs, 

u2d ,eS Mycolo Sy- a " order of fungi of the class Chytrid- 
™ In ac l ua tic habitats as nonparasites that live on dead 

^Dferl i,e r ° rdnance - an armor-piercing projectile consist- 
fcult £ heat ~ treated steel; it may have a false ogive, 
-grated 0mcs - an integrated circuit in which multiple 
" 'nentl ? r f UU ° hips are interc1 °nnected or interwired with 
^chani / p. a iarger si nfile-package circuit. 
v is ii Ja > ^neering. an aerial ropeway in which a sin- 
otanl H SUpport and move loads - 

Botan* bln% a Plant tHat ffUitS 0nce and then dies - 
*, ny. describing a plant having a single carpel or 

■fii^Vert *h 3 chromosonle ' having only one centromere. 
JrofTr^ i/J?i e Zoology, the pinecone fishes, a mono- 

Beryciformes, character- 
and luminous organs under 
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—J&tof Tnj Z"' ule zoology, the pi 

P^^PacificfishoHheordir 

ft» SCalCS ' large eyes ' an 



Monoceros Astronomy, the Unicorn, a large but faint constellation 

straddling the celestial equator just east of Orion. 
Monoceros Loop Astronomy, a supernova remnant about 50,000 years 
old that lies in the galactic plane northeast of the Rosette Nebula in 
Monoceros. 

Monoceros R2 molecular cloud Astronomy, a large, active star- 
forming region in Monoceros. 
monocharge electret Electronics, a foil electret that has electrical 

charges of the same sign on both surfaces, 
monochasium Botany, a cyme with a main axis producing a single lat- 
eral branch. 

monochlamydous Botany, describing plants whose perianth has only 
a single whorl. 

monochromat Medicine, a person affected by monochromatism. 
monochromatic [man '6 kra mat'ik] Optics. 1. relating to or describing 
one color or hue. 2. relating to or describing electromagnetic radiation 
with one wavelength or with a narrow range of wavelengths. Medicine. 
relating to or affected by monochromatism. Microbiology, referring to 
staining with only one dye at a time, 
monochromatic filter see birefringent filter. 
monochromatic interference Optics, the interference of two or more 

beams of light of the same wavelength, 
monochromatic neutron beam Nucleonics, a beam of neutrons in 

which the energy values are extremely limited, 
monochromatic radiation Electromagnetism. electromagnetic radia- 
tion. of an extremely narrow band, 
monochromatic temperature scale Thermodynamics, a tempera- 
ture scale that is defined according to the amount of power radiated by a 
blackbody at a particular wavelength, 
monochromatism Medicine, complete color blindness, in which all 
colors of the spectrum appear as neutral grays with varying shades of 
light and dark. Also, monochromia. 
monochromator Optics, a source of monochromatic light character- 
ized by thin entrance and exit slits that control the spectral width of 
emitted light, a prism, and additional lenses and mirrors to control the 
path of the light. 

monochrome [man'i krom'] Optics, relating to or describing different 

shades of the same color, such as gradations of black, 
monochrome channel Electronics, in a color television system, the 

path for carrying the monochrome signal, 
monochrome Signal Electronics, a signal wave in television transmis- 
sion that controls the luminance values in the picture, but not the chro- 
maticity values. 

monochrome television see black-and-white television. 
monochromophilic Microbiology, stainable by only one kind of stain, 
monocistronic Molecular Biology, describing a mRNA molecule that 
encodes the information necessary for synthesis of a single polypeptide 
chain. 

Monocleaceae Botany, a monogeneric family of liverworts character- 
ized by plants with dichotomous branching, a thallus without differenti- 
ation of midrib, epidermal pores or photosynthetic air chambers, and a 
large gametophyte. 
Monocleales Botany, the single, monogeneric order of liverworts of 
the order Marchantiidae, characterized by a gametophyte that is one of 
the largest among the Uverwons. 
monoclimax Ecology, a type of climax community in which there is 

only one controlling factor, especially a climatic factor, 
monoclimax theory Ecology, the theory that over time and within a • 

climatic region, there will be a single regional climax community, 
monoclinal Geology, of, relating to, or being a monocline, 
monocline Geology, a portion of a stratigraphic sequence that is not 
part of an anticline or syncline, but dips from the horizontal in one. di- 
rection. 

monoclinic system Crystallography, a unit cell in which there is a 
two-fold rotation axis parallel to one cell axis (usually chosen as b)\ as a 
result there are no restrictions on the axial ratios, but the angles made by 
b with a, and b with c, must be 90° (a = y = 90°). Also, monoclinic unit 
cell. 

monoclinous Botany, describing a flower that is a hermaphrodite, hav- 
ing both stamens and pistils. Thus, monoclinism. 
monoclonal Biology, referring to a substance that is derived from a sin- 
gle clone or family of cells; derived from a single cell, 
monoclonal antibody Biotechnology, a homogeneous antibody that is 
produced by a clone of antibody-forming cells and that binds with a sin- 
gle antigenic determinant. 



